Indapamide treatment modifies the vascular reactivity of normotensive rat mesenteric arteries ex vivo.
Indapamide is an antihypertensive diuretic drug of which the precise antihypertensive mechanism has not been clarified. The aim of the present study was to investigate with mesenteric arteries of normotensive rats the possible change in vascular reactivity ex vivo and in vitro after indapamide application, taking into special consideration the role of endothelium. After seven days of drug treatment in vivo with low-dose 0.3 mg/kg/day or high-dose 3 mg/kg/day of indapamide the effect on the vascular responses ex vivo were compared to controls. The contractions induced by noradrenaline (NA) or potassium chloride (KCl) were increased in vascular rings without endothelium in the high-dose indapamide group. No alterations in endothelium-dependent relaxation responses to acetylcholine (ACh) or endothelium-independent responses to sodium nitroprusside (SNP) were found between any of the treatment groups in vascular rings with or without endothelium. When indapamide (1 microM or 10 microM) was added in vitro for 10 min preincubation it did not significantly change the vascular contractions induced by cumulatively increased concentrations of NA or KCl. The relaxation responses induced by ACh or SNP were also not affected by indapamide pretreatment. Our results suggest that the lack of change in contractile response in vitro after indapamide pretreatment might be related to the prodrug nature of indapamide, which is not metabolized during the short preincubation.